Abstract
Induction of experimental immune complex-mediated glomerulonephritis
Nephrotoxic serum nephritis (NSN ) was induced in C3 or C4 knock-out mice and in control littermates from the same breeding stock and same background (female, 6-8-week-old mice) by intravenous tail-vein injection of 50 ml of sheep anti-rat nephrotoxic serum heat-inactivated and diluted in 450 ml of PBS (NS) [8] . This non-fractionated complementfixing antiserum cross-reacts with murine glomerular antigens and induces proteinuria and PMN infiltration in mice (vide infra). Tissue fixation and staining, light, immunofluorescence and electron microscopy were performed as reported previously [9, 10] . Assessment of glomerular neutrophil infiltration was performed by the dichloroacetate esterase reaction and 40 glomerular cross-sections per mice were evaluated by an observer blinded to the experimental conditions. Urinary (Figure 3 upper panel ) , indicating a role for comple-cascade is broadly divided into three operational pathment in PMN recruitment. In contrast, C3 deficiency ways: the classical and alternate pathways that initiate afforded significant but only partial protection against the activation of complement cascade, and the common pathway leading to formation of the membrane-attack proteinuria (Figure 3 lower panel ) . complex (MAC ) [13] . The classical pathway is activated by antigen-antibody complexes and serial activation of early components C1, C4, C2 is followed by activation of C3. The alternate pathway does not require antigen-antibody complex for activation of C3. Activation through both pathways leads to formation Complement independent mechanisms of PMN Upper panel. The induction of NSN was associated with a significant recruitment are being recognized increasingly and were PMN infiltrate maximal at 2 h with normalization at 24 h. n of at originally suggested when complement depletion did least 3 animals per group. Lower panel. NSN was associated with a not protect against glomerular injury [14] . Interprogressive proteinuria maximal at 24 h. n of at least three animals per group. pretation of complement depletion experiments is complicated by the fact that depletion is preceded by massive complement activation [4] . The recent development of mice deficient in C3 or C4 (gene 'knockout') has provided unique tools with which to evaluate the selective absence of an individual complements ment-independent mechanisms in the pathogenesis of proteinuria. component and to assess the relative contribution of classical and alternate complement pathways in 
